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JANSSENS et al. 
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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION, 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36 (a). In no event, however, may a reply be timely filed after SIX (6) MONTHS from the 
mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133), 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 ) Ixl Responsive to communication(s) filed on Jan 31, 2003 



2a) □ This action is FINAL. 2b) This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 ; 453 O.G. 21 3. 
Disposition of Claims 

4) fxl Claim(s) 16-30 is/are pending in the application. 

4a) Of the above, claim(s) is/are withdrawn from consideration. 

5) D Claim(s)_ is/are allowed. 

6) K Claim(s) 16-25 and 28-30 is/are rejected. 

7) B3 Claim(s) 26 and 27 is/are objected to. 

8) □ Claims are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are a) □ accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) SI Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a) 53 All b)D Some* c)D None of: 

1 . □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. (x| Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
*See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 
a)D The translation of the foreign language provisional application has been received. 

15) D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. §§120 and/or 121. 

Attachment(s) 

1) □ Notice of References Cited (PTO-892) 4) Q Interview Summary (PTO-413) Paper No(s). 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5| Q Notice of Informal Patent Application (PTO-1 52) 

3) □ Information Disclosure Statement(s) (PTO-1 449) Paper No(s). 6) D Other: 
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Art Unit: 1624 



DETAILED ACTION 



Claims 16-30 are pending in the application. 

This action is in response to applicants' amendment filed January 31, 2003. Claims 6, 16, 
18-21 and 23-42 have been canceled and claims 1, 12, 15 and 17 have been amended. 



Applicant's amendments filed January 31, 2003 have been fully considered with the 
following effect: 

1. With regards to the 35 U.S.C. § 1 12, first paragraph rejection of claims 1-8 and 10-15 of 
the last office action, applicants' stated that "one of ordinary skill in the art would readily be able 
to make and/or use a prodrug within the scope of the present invention given the Applicants' 
disclosure (see, Specification at 3, lines 15-20)". However, the definition of prodrug in the 
specification is such that "the term prodrug as used throughout this text means the 
pharmacologically acceptable product of the derivative is the active drug as defined in the 
compounds of formula (I). The reference by Goodman and Gilman (The Pharmacological Basis 
of Therapeutics, 8th ed., McGraw-Hill, Int. Ed. 1992, "Biotransformation of Drugs", p. 13-15) 
describing prodrugs generally, is hereby incorporated". 

The term prodrug is of indeterminate scope in that they vary widely from drug to drug. It 
is not known which moiety of formula (I) would form the basis for the prodrug. Every ester, 
amide and carbamate in theory is biohydrolyzable, i.e. is capable in some degree of hydrolyses. 
Not to mention the many in vivo environments that this occurs in. 



Response to Amendment 
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It is the Wands factors which are used to evaluate the enablement question. In re Wands, 
8 USPQ2d 1400 (Fed. Cir. 1988); Ex parte Forman, 230 USPQ 546. The factors include: 1) 
The nature of the invention, 2) the state of the prior art, 3) the predictability or lack thereof in the 
art, 4) the amount of direction or guidance present, 5) the presence or absence of working 
examples, 6) the breadth of the claims, and 7) the quantity of experimentation needed. 

The nature of the invention in the instant case, has claims which embrace substituted spiro 
compounds. The instant compounds of formula (I) wherein the prodrugs are not described in the 
disclosure in such a way the one of ordinary skill in the art would no how to prepare the various 
compounds suggested by newly added claims 16, 23 and claims dependent thereon. In view of 
the lack of direction provided in the specification regarding starting materials, the lack of working 
examples, and the general unpredictability of chemical reactions, it would take an undue amount 
of experimentation for one skilled in the art to make the claimed compounds and therefore 
practice the invention. 

Claims 16-25 and 28-30 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. For reasons of record and stated above. 

2. The applicant's amendments and arguments are sufficient to overcome the 35 USC § 1 12, 
second paragraph rejections of the last office action, which are hereby withdrawn. 
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3. The applicant's amendments and arguments are sufficient to overcome the 35 USC § 103, 
obviousness rejection of the last office action, which is hereby withdrawn. 

In view of the amendment dated January 31, 2003, the following new grounds of rejection 

apply: 

Specification 

4. Applicant is reminded of the proper language and format for an abstract of the disclosure. 
The abstract should be in narrative form and generally limited to a single paragraph on a 

separate sheet within the range of 50 to 150 words. It is important that the abstract not exceed 
150 words in length since the space provided for the abstract on the computer tape used by the 
printer is limited. The form and legal phraseology often used in patent claims, such as "means" 
and "said," should be avoided. The abstract should describe the disclosure sufficiently to assist 
readers in deciding whether there is a need for consulting the full patent text for details. 

The language should be clear and concise and should not repeat information given in the 
title. It should avoid using phrases which can be implied, such as, "The disclosure concerns," 
"The disclosure defined by this invention," "The disclosure describes," etc. 

5. The incorporation of essential material in the specification by reference to a foreign 
application or patent, or to a publication is improper. Applicant is required to amend the 
disclosure to include the material incorporated by reference. The amendment must be 
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accompanied by an affidavit or declaration executed by the applicant, or a practitioner 
representing the applicant, stating that the amendatory material consists of the same material 
incorporated by reference in the referencing application. See In re Hawkins, 486 F.2d 569, 179 
USPQ 157 (CCPA 1973); In re Hawkins, 486 F.2d 579 ? 179 USPQ 163 (CCPA 1973); and In re 
Hawkins, 486 F.2d 577, 179 USPQ 167 (CCPA 1973). 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

6. Claims 23 and 25 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant regards 
as the invention. The following reasons apply: 

a) Claim 23 is vague and indefinite in that it is not known what is meant by the 
species in lines 9-10 on page 7 of the amendment, i.e. ll-dihydro-3- 
(methoxymethyl)spiro[5H-imidazo[2, 1 -b] [3]benzazepine- 1 1 ,4'-piperidine](E)-2- 
butenedioate(l:l). 

b) Claim 25 is vague and indefinite in that it is not known what is meant by the 
composition claim where the claim is nothing more than the mixing of a 
pharmaceutical^ acceptable carrier and a compound as defined in claim 16. 
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Art Unit: 1624 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use 
or on sale in this country, more than one year prior to the date of application for patent in the United States. 

7. Claims 16, 19, 20 and 22 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Janssens et al. 5 WO 97/24356. Janssens teaches the compound of the instant invention where 
instant L is phenylmethyl (see interm. 6 on page 21) as claimed herein. 



8. Claims 26 and 27 are objected to as being dependent upon a rejected base claim, but 
would be allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Brenda Coleman whose telephone number is (703) 305-1880. The examiner 
can normally be reached on Mondays from 8:30 AM to 5:00 PM, on Tuesdays from 8:00 AM to 
4:30 PM, on Wednesday from 1 1 :30 AM to 8:00 PM and on Thursday and Friday from 9:00 AM 
to 5:30 PM. 

The fax phone number for this Group is (703) 308-4734 for "unofficial" purposes and the 
actual number for OFFICIAL business is 308-4556. 



Claim Objections 
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Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (703) 308-1235. 



Brenda Coleman 
Primary Examiner AU 1624 
April 11, 2003 



